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<211> 



APPLICANT: SIERRA- HON I GMANN , Rocio 

TITLE OF INVENTION: MODULATION OF ANGIOGENESIS AND WOUND HEALING 
FiLE REFERENCE: 044574-5029 
CURRENT APPLICATION NUMBER: US 09/700,813 
CURRENT FILING DATE: 1999-05-20 
PRIOR APPLICATION NUMBER: PCT/US99/11209 
PRIOR FILING DATE: 1999-05-20 
PRIOR APPLICATION NUMBER: US 60/086,354 
PRIOR FILING DATE: 1998-05-28 fe 



NUMBER OF SEQ ID NOS : 21 
SOFTWARE: Patentln version 
SEQ ID NO: 1 
LENGTH: 3656 
<212> TYPE: DNA 
<213> ORGANISM: Mus musculus 
<4 00> SEQUENCE: 1 
aggtgatttg cagcggtgag gaaaaaacca 
aggtgtacac ctctgaagaa agatgatgtg 
ggaatttctt tatgtgatag ctgcacttaa 
taagttgttt tgtggaccac cgaacacaac 
cccaaacaat gcctcggctt tgaagggggc 



Tl 



3.0 



ttcaagtggt atctacgttc ctgagttatc 

tgagcaaggt caaaactgct ctgcactcac agacaacact gaagggaaga 
agtagtgaag gcttcagttt ttcgccagct aggtgtaaac tgggacatag 



gacccgaccg aggaatcgtt ctgcaaatcc 
tcagaaattc tatgtggttt tgttacactg 
cctggcatat ccaatctctc cctggaaatt 
cgatgactcc tttctctcac ctgctggagc 
ttctgaagca attgttgaag ctaaatttaa 
caaaacagtc ttccactgtt gctttgggaa 

cactggcttc 
agtgctggat 



tatggagcca ttacctaaga 

tgatctgcct gaagtcatag 

tgtccaatgc aactgcagtc 

actcaactac gctcttctga 

acctctgatg tcactgcagc 

tatggaagtc acagatgatg 

atttccgctt caatatcagg 

tgaaattgtc tcagctacat 

ggtccaggtg aggagcaaga 

tcaagtcttt accacacaag 

atcgaatgct tcttttcatt 

gatagtttgg tggaggaatc 

tgaccgagtt agcaaagtta 

tacctatgac gcagtgtact 

atgctgaatt atacgtgatc gatgtcaata 

taactaaaat gacttgcaga tggtcaccca 

tgcagctgag gtatcacagg cgcagcctgt 

cgtctgagcc caaaaactgc gtcttacaga 

caatctttct attatctggc tatacaatgt 

ttgactcgcc accaacgtgt gtccttcctg 

acgtaaaagc agagattact gtaaacactg 

tctttccgga gaataacctt caattccaga 

cttaagtgga aaagaaatac aatggaagac acatgaggta ttcgatgcaa 



gaaaggggac ttgacattaa 
gaattatgac tctaaggtcc 
tctgccccca ctgaaagaca 
tgaatgtcat gtgccggtac 
aatcacatct gccggtgtga 
tgtgaaaccc gatccaccct 
gatttcttgg gacagccaaa caatggcacc 
agagaattct acaattgtaa gagaggctgc 
agacagtgtg cttcctggat 
ttcaggagtc tggagtgact 
ttttccaccc aaaattctga 
aaacgaaaac cagattatct 
aatccctgag atacagtaca 
cctgaaagcc accagacctc 
gcaggcgtgc catcaccgct 
atgtgaaact gacgggtact 
atcactagtg ggaagcactg 
tagtccatct attcatccta 
ttatgaatgt gttttccagc 
caaccattct ttaggttcac 
aaaaccacta cctccatcta 
agtatcttgg gaaaagccag 



tcatctgtca 
atcttttata 
gctttcagac 
ccagagccaa 
gttttcagtc 
taggtttgca 



cttcatatga 
ggagttcacc 
ctagtgttgg 
cctcaaaaca 
gcattgtgag 
gagggaagtt 



accccttcaa 
atgattcgcc 
ttcggggatg 
tgtatttgga 
ccatgcttgt 
gtaatttaaa 
tgaaatattt 
ctctgctggt 
gactggatgg 
atgttgtgta 
gcatctacaa 
tagctgagaa 
ccttctccaa 
gctgcaatga 
tcaatatatc 
gcacaatcca 
attgtcctga 
gagacggctt 
ggatcaggat 
actccgtagt 
gattattgaa 
ttcgatatgg 
agtcaaagtc 
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480 
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600 
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720 
780 
840 
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960 
1020 
1080 
1140 
1200 
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1320 
1380 
1440 
1500 
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1740 
1800 
1860 
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90 tgccagcctg ctggtgtcag acctctgtgc agtctatgtg gtccaggttc gctgccggcg 192 0 
92 gttggatgga ctaggatatt ggagtaattg gagcagtcca gcctatacgc ttgtcatgga 1980 
94 tgtaaaagtt cctatgagag ggcctgaatt ttggagaaaa atggatgggg acgttactaa 204 0 
96 aaaggaqaga aatgtcacct tgctttggaa gcccctgacg aaaaatgact cactgtgtag 2100 
98 tgtgaggagg tacgtggtga agcatcgtac tgcccacaat gggacgtggt cagaagatgt 2160 
100 gggaaatcgg accaatctca ctttcctgtg gacagaacca gcgcacactg ttacagttct 2220 
102 ggctgtcaat tccctcggcg cttcccttgt gaattttaac cttaccttct catggcccat 2280 
104 gagtaaagtg agtgctgtgg agtcactcag tgcttatccc ctgagcagca gctgtgtcat 2340 
106 cctttcctgg acactgtcac ctgatgatta tagtctgtta tatctggtta ttgaatggaa 2400 
108 gatccttaat gaagatgatg gaatgaagtg gcttagaatt ccctcgaatg ttaaaaagtt 24 60 
110 ttatatccac gataatttta ttcccatcga gaaatatcag tttagtcttt acccagtatt 2520 
112 tatggaagga gttggaaaac caaagataat taatggtttc accaaagatg ctatcgacaa 2580 
114 gcagcagaat gacgcagggc tgtatgtcat tgtacccata attatttcct cttgtgtcct 264 0 
116 actgctcgga acactgttaa tttcacacca gagaatgaaa aagttgtttt gggacgatgt 2700 
118 tccaaacccc aagaattgtt cctgggcaca aggactgaat ttccaaaagc ctgaaacatt 2760 
120 tgagcatctt tttaccaagc acgcagaatc agtgatattt ggtcctcttc ttctggagcc 2820 
122 tgaacccatt tcagaagaaa tcagtgtcga tacagcttgg aaaaataaag atgagatggt 2880 
124 cccagcagct atggtctccc ttcttttgac cacaccagac cctgaaagca gttctatttg 2940 
126 tattagtgac cagtgtaaca gtgctaactt ctctgggtct cagagcaccc aggtaacctg 3000 
128 tgaggatgag tgtcagagac aaccctcagt taaatatgca actctggtca gcaacgataa 3060 
130 actagtggaa actgatgaag agcaagggtt tatccatagt cctgtcagca actgcatctc 3120 
132 cagtaatcat tccccactga ggcagtcttt ctctagcagc tcctgggaga cagaggccca 3180 
134 gacatttttc cttttatcag accagcaacc caccatgatt tcaccacaac tttcattctc 3240 
136 ggggttggat gagcttttgg aactggaggg aagttttcct gaagaaaatc acagggagaa 3300 
138 gtctgtctgt tatctaggag tcacctccgt caacagaaga gagagtggtg tgcttttgac 3360 
140 tggtgaggca ggaatcctgt gcacattccc agcccagtgt ctgttcagtg acatcaggat 3420 
142 cctccaggag agatgctcac actttgtaga aaataatttg agtttaggga cctctggtga 3480 
144 gaactttgta ccttacatgc cccaatttca aacctgttcc acgcacagtc acaagataat 3540 
146 ggagaataag atgtgtgact taactgtgta atctcatcca agaagcctca aggttccatt 3600 
14 8 ccagtagagc ctgtcatgta taatgtgttc ttttattgtt gtgggtggga gagaga 3656 

151 <210> SEQ ID NO: 2 

152 <211> LENGTH: 1162 

153 <212> TYPE: PRT 

154 <213> ORGANISM: Mus musculus 
156 <400> SEQUENCE: 2 
158 
159 
161 
162 
164 
165 
167 
168 
170 
171 
173 
174 
176 
177 
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Tyr 


Val 
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Leu 
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25 


Tyr 


Pro 


He 


Ser 


Pro 
30 


Trp 


Lys 


Phe 


Lys 


Leu 
35 


Phe 


Cys 


Gly 


Pro 


Pro 
40 


Asn 


Thr 


Thr 


Asp 


Asp 
45 


Ser 


Phe 


Leu 


Ser 


Pro 
50 


Ala 


Gly 


Ala 


Pro 


Asn 
55 


Asn 


Ala 


Ser 


Ala 


Leu 
60 


Lys 


Gly 


Ala 


Ser 


Glu 


Ala 


He 


Val 


Glu 


Ala 


Lys 


Phe 


Asn 


Ser 


Ser 


Gly 


He 


Tyr 


Val 


Pro 


65 










70 










75 










80 


Glu 


Leu 


Ser 


Lys 


Thr 
85 


Val 


Phe 


His 


Cys 


Cys 
90 


Phe 


Gly 


Asn 


Glu 


Gin 
95 


Gly 


Gin 


Asn 


Cys 


Ser 
100 


Ala 


Leu 


Thr 


Asp 


Asn 
105 


Thr 


Glu 


Gly 


Lys 


Thr 
110 


Leu 


Ala 
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17 9 Ser Val Val Lys Ala Ser Val Phe Arg Gin Leu Gly Val Asn Trp Asp 
180 115 120 125 

182 lie Glu Cys Trp Met Lys Gly Asp Leu Thr Leu lie lie Cys His Met 

183 130 135 140 

185 Glu Pro Leu Pro Lys Asn Pro Phe Lys Asn Tyr Asp Ser Lys Val His 

186 145 150 155 160 

188 Leu Leu Tyr Asp Leu Pro Glu Val lie Asp Asp Ser Pro Leu Pro Pro 

189 ' 165 170 175 

191 Leu Lys Asp Ser Phe Gin Thr Val Gin Cys Asn Cys Ser Leu Arg Gly 

192 180 185 190 

194 Cys Glu Cys His Val Pro Val Pro Arg Ala Lys Leu Asn Tyr Ala Leu 

195 195 200 205 

197 Leu Met Tyr Leu Glu lie Thr Ser Ala Gly Val Ser Phe Gin Ser Pro 

198 210 215 220 

200 Leu Met Ser Leu Gin Pro Met Leu Val Val Lys Pro Asp Pro Pro Leu 

201 225 230 235 240 

203 Gly Leu His Met Glu Val Thr Asp Asp Gly Asn Leu Lys lie Ser Trp 

204 245 . 250 255 

206 Asp Ser Gin Thr Met Ala Pro Phe Pro Leu Gin Tyr Gin Val Lys Tyr 

207 260 265 270 

209 Leu Glu Asn Ser Thr lie Val Arg Glu Ala Ala Glu lie Val Ser Ala 

210 275 280 285 

' 212 Thr Ser Leu Leu Val Asp Ser Val Leu Pro Gly Ser Ser Tyr Glu Val 
213 290 295 300 

215 Gin Val Arg Ser Lys Arg Leu Asp Gly Ser Gly Val Trp Ser Asp Trp 

* 216 305 310 315 320 

218 Ser Ser Pro Gin Val Phe Thr Thr Gin Asp Val Val Tyr Phe Pro Pro 

219 325 330 335 

221 Lys lie Leu Thr Ser Val Gly Ser Asn Ala Ser Phe His Cys lie Tyr 

222 340 345 350 

224 Lys Asn Glu Asn Gin lie lie Ser Ser Lys Gin lie Val Trp Trp Arg 

225 355 360 365 

227 Asn Leu Ala Glu Lys lie Pro Glu lie Gin Tyr Ser lie Val Ser Asp 

228 370 375 380 

230 Arg Val Ser Lys Val Thr Phe Ser Asn Leu Lys Ala Thr Arg Pro Arg 

231 385 390 395 400 

233 Gly Lys Phe Thr Tyr Asp Ala Val Tyr Cys Cys Asn Glu Gin Ala Cys 

234 405 410 415 

236 His His Arg Tyr Ala Glu Leu Tyr Val lie Asp Val Asn lie Asn lie 

237 420 425 430 

239 Ser Cys Glu Thr Asp Gly Tyr Leu Thr Lys Met Thr Cys Arg Trp Ser 

240 435 440 445 

242 Pro Ser, Thr lie Gin Ser Leu Val Gly Ser Thr Val Gin Leu Arg Tyr 

243 450 455 460 

24 5 His Arg Arg Ser Leu Tyr Cys Pro Asp Ser Pro Ser lie His Pro Thr 
246 465 470 475 480 

24 8 Ser Glu Pro Lys Asn Cys Val Leu Gin Arg Asp Gly Phe Tyr Glu Cys 
249 485 490 495 

251 Val Phe Gin Pro lie Phe Leu Leu Ser Gly Tyr Thr Met Trp lie Arg 
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Val 
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255 






515 










C O A 

520 


















257 


Pro 


As^p 


Ser 


Val 


Val 


Lys 


Pro 


Leu 


Pro 


Pro 


Ser 


Asn 


Val 


Lys 


Ala 


Glu 


258 




530 










535 










C A A 

540 










260 


lie 


Thr 


Val 


Asn 


Thr Gly £eu 


Leu 


Lys 


Val 


Ser 


Trp 


Glu 


Lys 


Pro 


Val 


261 


545 










550 










c c c 
ODD 










C C A 

560 


263 


Phe 


Pro 


Glu 


Asn 


Asn 


Leu 


Gin 


Phe 


Gin 


He 


Arg 


Tyr 


Gly 


Leu 


Ser 


Gly 


264 










565 










570 










575 




266 


Lys 


Glu 


lie 


Gin 


Trp 


Lys 


Thr 


His 


Glu 


Val 


Phe 


Asp 


Ala 


Lys 


Ser 


Lys 


267 








580 










585 










C A A 

590 






269 


Ser 


Ala 


Ser 


Leu 


Leu 


Val 


Ser 


Asp 


Leu 


Cys 


Ala 


Val 


Tyr 


Val 


Val 


Gin 


270 






595 










600 










605 








272 


Val 


Arg 


Cys 


Arg 


Arg 


Leu 


Asp 


Gly 


Leu 


Gly 


Tyr 


Trp 


Ser 


Asn 


Trp 


Ser 


273 




610 










615 










620 










275 


Ser 


Pro 


Ala 


Tyr 


Thr 


Leu 


Val 


Met 


Asp 


Val 


Lys 


Val 


Pro 


Met 


Arg 


Gly 


276 


625 










630 










635 










640 


278 


Pro 


Glu 


Phe 


Trp 


Arg 


Lys 


Met 


Asp 


Gly Asp 


Val 


Thr 


Lys 


Lys 


Glu 


Arg 


279 










645 










650 










655 




281 


Asn 


Val 


Thr 


Leu 


Leu 


Trp 


Lys 


Pro 


Leu 


Thr 


Lys 


Asn 


Asp 


Ser 


Leu 


Cys 


282 








660 










665 










670 






284 


Ser 


Val 


Arg 


Arg 


Tyr 


Val 


Val 


Lys 


His 


Arg 


Thr 


Ala 


His 


Asn 


Gly 


Thr 


285 






675 










680 










685 








287 


Trp 


Ser 


Glu 


Asp 


Val 


Gly Asn 


Arg 


Thr 


Asn 


Leu 


Thr 


Phe 


Leu 


Trp 


Thr 


288 




690 










695 










700 










' 290 


Glu 


Pro 


Ala 


His 


Thr 


Val 


Thr 


Val 


Leu 


Ala 


Val 


Asn 


Ser 


Leu 


Gly 


Ala 


291 


705 










710 










715 










720 


293 


Ser 


Leu 


Val 


Asn 


Phe 


Asn 


Leu 


Thr 


Phe 


Ser 


Trp 


Pro 


Met 


Ser 


Lys 


Val 


294 










725 










730 










735 




296 


Ser 


Ala 


Val 


Glu 


Ser 


Leu 


Ser 


Ala 


Tyr 


Pro 


Leu 


Ser 


Ser 


Ser 


Cys 


Val 


297 








740 










745 










750 






299 


lie 


Leu 


Ser 


Trp 


Thr 


Leu 


Ser 


Pro 


Asp 


Asp 


Tyr 


Ser 


Leu 


Leu 


Tyr 


Leu 


300 






755 










760 










765 








302 


Val 


lie 


Glu 


Trp 


Lys 


lie 


Leu 


Asn 


Glu 


Asp 


Asp 


Gly 


Met 


Lys 


Trp 


Leu 


303 




770 










775 










780 










305 


Arg 


lie 


Pro 


Ser 


Asn 


Val 


Lys 


Lys 


Phe 


Tyr 


He 


His 


Asp 


Asn 


Phe 


lie 


306 


785 










790 










795 










800 


308 


Pro 


lie 


Glu 


Lys 


Tyr 


Gin 


Phe 


Ser 


Leu 


Tyr 


Pro 


Val 


Phe 


Met 


Glu 


Gly 


309 










805 










810 










815 




311 


Val 


Gly 


Lys 


Pro 


Lys 


He 


He 


Asn 


Gly 


Phe 


Thr 


Lys 


Asp 


Ala 


He 


Asp 


312 








820 










825 










830 






314 


Lys 


Gin 


Gin 


Asn 


Asp Ala Gly 


Leu 


Tyr 


Val 


lie 


Val 


Pro 


He 


He 


He 


315 






835 










840 










845 








317 


Ser 


Ser 


Cys 


Val 


Leu 


Leu 


Leu 


Gly 


Thr 


Leu 


Leu 


He 


Ser 


His 


Gin 


Arg 


318 




850 










855 










860 










320 


Met 


Lys 


Lys 


Leu 


Phe 


Trp 


Asp 


Asp 


Val 


Pro 


Asn 


Pro 


Lys 


Asn 


Cys 


Ser 


321 


865 










870 










875 










880 


323 


Trp 


Ala 


Gin 


Gly 


Leu 


Asn 


Phe 


Gin 


Lys 


Pro 


Glu 


Thr 


Phe 


Glu 


His 


Leu 


324 










885 










890 










895 
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326 Phe Thr Lys His Ala Glu Ser Val lie Phe Gly Pro Leu Leu Leu Glu 

327 900 905 910 

329 Pro Glu Pro lie Ser Glu Glu lie Ser Val Asp Thr Ala Trp Lys Asn 

330 ^ 915 920 925 

332 Lys Asp Glu Met Val Pro Ala Ala Met Val Ser Leu Leu Leu Thr Thr 

333 930 935 940 

335 Pro Asp Pro Glu Ser Ser Ser lie Cys lie Ser Asp Gin Cys Asn Ser 

336 945 " 950 955 960 

338 Ala Asn Phe Ser Gly Ser Gin Ser Thr Gin Val Thr Cys Glu Asp Glu 

339 965 970 975 

341 Cys Gin Arg Gin Pro Ser Val Lys Tyr Ala Thr Leu Val Ser Asn Asp 

342 980 985 990 

344 Lys Leu Val Glu Thr Asp Glu Glu Gin Gly Phe lie His Ser Pro Val 

345 995 1000 1005 

347 Ser Asn Cys lie Ser Ser Asn His Ser Pro 

348 1010 1015 
3 50 Ser Ser Ser Ser Trp Glu Thr Glu Ala Gin 
351 1025 1030 

353 Ser Asp Gin Gin Pro Thr Met lie Ser Pro 

354 1040 1045 

356 Gly Leu Asp Glu Leu Leu Glu Leu Glu Gly 

357 1055 1060 

359 Asn His Arg Glu Lys Ser Val Cys Tyr Leu 

360 1070 1075 

362 Asn Arg Arg Glu Ser Gly Val Leu Leu Thr 

363 ,1085 1090 

365 Leu Cys Thr Phe Pro Ala Gin Cys Leu Phe 

366 1100 1105 

368 Leu Gin Glu Arg Cys Ser His Phe Val Glu 

369 1115 1120 

371 Gly Thr Ser Gly Glu Asn Phe Val Pro Tyr 

372 1130 1135 

374 Thr Cys Ser Thr His Ser His Lys lie Met 

375 1145 1150 

377 Asp Leu Thr Val 

378 1160 

380 <210> SEQ ID NO: 3 

381 <211> LENGTH: 539 

382 <212> TYPE: DNA 

383 <213> ORGANISM: Rattus norvegicus 

385 <400> SEQUENCE: 3 

386 ccaagaagaa gaagacccca gcgaggaaaa tgtgctggag acccctgtgc cggttcctgt 60 
388 ggctttggtc ctatctgtcc tatgttcaag ctgtgcctat ccacaaagtc caggatgaca 120 
390 ccaaaaccct catcaagacc attgtcacca ggatcaatga catttcacac acgcagtcgg 180 
392 tatccgccag gcagagggtc accggtttgg acttcattcc cgggcttcac cccattctga 24 0 
394 gtttgtccaa gatggaccag accctggcag tctatcaaca gatcctcacc agcttgcctt 300 
396 cccaaaacgt gctgcagata gctcatgacc tggagaacct gcgagacctc ctccatctgc 3 60 
398 tggccttctc caagagctgc tccctgccgc agacccgtgg cctgcagaag ccagagagcc 420 
400 tggatggcgt cctggaagcc tcgctctact ccacagaggt ggtggctctg agcaggctgc 480 
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Leu 




1035 
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Phe 


Ser 




1050 








Ser 


Phe 


Pro 


Glu 


Glu 




1065 








Gly 


Val 


Thr 


Ser 


Val 




1080 








Gly 


Glu 


Ala 


Gly 


He 




1095 








Ser 


Asp 


He 


Arg 


He 




1110 








Asn 


Asn 


Leu 


Ser 


Leu 




1125 








Met 


Pro 


Gin 


Phe 


Gin 




1140 








Glu 


Asn 


Lys 


Met 


Cys 




1155 
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